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and Q represents (FI) which has been 
acceptable acid addition .salt thereof, 
having emetic activity, especially in 
morphine. 



(57) Abstract: A therapeutic or preventive 
agent for nausea/vomiting which contains as an 
active ingredient either a morphinane derivative 
represented by the general formula (I): (I) 
(wherein R* represents cyclopropylmethyl, etc.; 
R^ and R^ each represents hydroxy, methoxy, 
etc.; R* and R* are bonded to each other to 
form -0-, etc.; R^ represents hydrogen, etc.; 
optionally sOhslil'uied, etc.. provided that X represents NH. NMe, etc.) or a pharmacologically 
The compound^or .salt is useful in a medicine widely applicable to vomiting caused by drugs 
a therapeutic or preventive agent for nauseaAromiting induced by p agonists represented by 
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#«)00L (Quality of Life)^i|T$-t±*SH^«CorU-So S-HTjJgJalilAt 

i^tKm<Dm>i> ' mf±07&m^m^m^^^xi^^tK ^tzmmizit^-oxts^r. 
ft^i: Lxm^tzM'^ ■ mw7^m^tzit=fmm<Dmmt<m^Kxi^^o 

mmzteiLuS:^wmimt}<i^nm^mt^t(Dm^i)<s><Os m^it. Biun 

Eskp Biol Med 103. 586-588, (1987) Ic (4, ^if:t'< \^ fi i^WiMX^^^Jl^H^-^ 

L L , u mi^mit u imm -el ^ ^ 1 4-^ ommim t ^mizmm l r l * 5 

tlttS^lfef <S®^*<&<5 Eur J Pharmacol 128. 143-150. (1986). 

US 5681830. US 5574159. US '5552404. Lancet 1, 714-716. (1 982) . Jfe if 
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Biull Eskp Biol Med 103. SSef-SSS. (1987) . ICli, ^;^t:^g|^PgP±f^ffi$<S 
^A^fey (0iJ^f*s Biull EskJ-Biol Med 103. 586-588. (1987)A<&-g)o ) » P\ 

#^iiiti4(D5fc#iaiS(us 53528l)|, ^6SSIfii. ^&mi 'J-t^-e^^y&sifflj^dro 

9513071. wo 9107966. WO 95^89), =1 >«i#<DJ&^ffli^ (US 5411965). $1 
l^ffl^(WO 9414445) *<g3^$;^t^§/)^ *f|BJ(c<C-SS*0 • PBtt(cj!f^-5J&a| 

^;Ut:^>SI3l»:-C'$iii!tf^ffl$*-rt(Di:LTI*, 1-68376 IB 

i5(7):t^*>^;u7t^>4«»tgfb#^i, WO 0113909 laiJo N-y ^;u±n./i/:7 
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-)\^T)\^^)\^ (fcfcUT^U^ JgCOi^Jglil ANbST-fe-S) , *fc(45^;j-7i^ 
l=?aa:L-C?K^. t KO^^t/^^HSUl /jxP^SOT^U^I^ri/. i^^»3ANe)50!> 



16 ;ut;u4^;u. m0^''7A^f) i6<dt'J— ;ut;u<7--;i.. ^^liSiA^t. 

5(Dt KP^i/T-ZUA^^U, ^lM2ANi^, 12<7)T;U=1^'>7>1/+;U. C00H» 

IS2/)^t»6(D7';^3 4^v*;^7^^:=.y^^SL, -o-fi. 
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&.mm^t^ii>S(DT)\,=^i■}vM^7t.-)l^ j^^3S6;!)Nb 12 (D7 >J -JlT^Ji^rti-JU. 

IS7;!)^b i6 0T';-;uz;u^-^u. *fcl*l^msS2A^t>6 07;^*y^'yu^a 

SOR\ SO0R\ (CH^),OR\ (CH')^d6R», SOONR«R'\ CONR'R", (CHj),NR«R'\ 
(CHj),N(R')COR" i> 5 

El li. :7xU-y h (r^;u|^^ 0.1-3 mg/kg j^TiS^^ LfeB#<7)P@m • WSttO) 

El2li. :7x b>y K(Cfc(t^%;i/t^- (0.6ing/kg) gl^ttOSm • BgttlZ^f-r 
€.NTI (5 mg/kg) CO^T^^ij^SH^S^^o «SS<*±li^B#PBl<D 30 ^J-SfCfclf* 
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7U;k ■^•r-;i/A<»*L<.p(c->^;P3^pe;i/y5^;k 7 'J ;UA< J: y L 



Wicli. t KP^i/. xh4-e^. -^PTK+i/^ '^^i^P^-'X 

7x;^5^;^;i-4^i/. T-ti h#i^e^:^P/V -f ;U;t-:^i/. I^U*^, tKP^i'. 

R\ R'tLXlt. m^LX-0-^ -S-<Dt<Dfi^. mKlZ^iLLX. R*t<7Km. t 
RM4» 7Km. Tb^b 5 (7)T;U=^;k COOH, e^ife»2A^e)6(D7'-;^^ + 
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(CH,),-, -(CH,)s-, -(CH,)rO-fyf(CH,)j-S-. -(CH,),-NR'- (R'liTk^. iSt^SllI 

miai A^b5<7)T;^+;k frf f+v, :t+v. j^miai *>c,5a)T;u=i+;/, 

50t KP+vT;l'4r-'k -f h, SR\ SOR\ S0OR\ (CHj),OR\ 

(CHj),COOR\ SOONR'R'\ CONR^I"! (CHj),NR'R^ (CHj),N (R') COR'" (tztzL r ItO 

^'P^>^f>ag^B|. aifev 3'!7m, -hP. x^;k 

'rv:^ptf;K tKP+'>, j-^v, ^ h^^>, xh^i/, K ';-7;u:*-p;t5^;k 
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x^ >:^;i.;n>Si^^ >x;u7|x>K«, p - h;ux>x;i.7tv>^*g, 

*56B-«<D-|5iC (1 )' ©^b^l^Jl*. ^J^|#WO 9414445. tfO 9711948. 
VlfO8900995. WO 9531463, rietBrScyc I es. 45. 2109. (1997) ^(C|5a**tfc:^i£ 

( I) <n\t-^^a>MU^$k\t-XU (Eur. J.Pharmacol. 374 (1999) 77- 

mm. ixmmm (.m. nm , ftjiicjr^ot^y. ^n^tb^i,\ mmm m. 
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-J^P^^^v;!/. '^^^^^B^-> J^Jl^yr'^iy. /^Pl^^S^, e>*T 

«i* (<51J. (3R, 4S, 5 6 R) -5-> h + C (2 R, 3R)-2- 

pt5^;u-3- (3-^5^;i.-2-:f7^^;u) -i -;t-4r-y-xep C2. 

X;<^>, '>X-^y^f y, ^i3)W<iyl^, zfai3jw<V>. ^O'f-J 

7>ri/>. K4^v;i.ei/>, h-7-fS/>c, :fb:*-T'f^>, 

—if, y-t^y^uei/^, 7p'<j!^^'js;>, S/^^if>, 7y^7^P'^>^*>;k 

;u-N— f v:^pe;u-8, Q-T-^t KPxij;^p-7-f i/>A-6, 

:ttf;i--< K^Hi^K T^K^/u:? -r ^^fcli-ecD^'JpifcD^tiSlie:^^ (-T 

am. t Kp^v't?!^^ 7t^7.7txvxx^7— tf ivRi^so^fifostism 
mm. u^}zf=7L.) . \c^^m), ep*;i/e>, 7^Ph'<^h'j>» utkk 
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v. ■ 

-m^ (I) ro^b^fc; #ttAtig<. s^-efcs. LfcA^oT. nsa 

^-^ttrnmBimnii^mi^^h^^mmiz^tf^mmi. mmi. ^^m. mm 
m^mMmiztiH^mmr^^sms m^itm. mwiitm. mmm. mmit 

®a-b;i/p-x. ^mmM^^ms u >^*;ui/'t7A<j: 

■f=>r:^h'Jiy. t Kp+v:^c3 t:;i.-b/up— X. t Kp^v::^p e;u>5^;Hr;u 
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U>^Uu-;U, D-7>-h-;K SmM'Ov;!/. X^iy-;k h'jXT 

•b;i/P— hij-j^A* >5^;i/-tr;i/P— X, t Kp4->^ ^;i/-b;bP— tK 
P4^i/x5^;nr;up-x, tf |^i/::fa e;Hr;up-x<j:ifoiK*ttig«'?-3Ej: 

±l5jSarSi|<D»5ife«!li LTtt. WJltf 'J l/K^. »Slig. j^S{^. ^x>ig 
±IHI»)IIS«JO)»JS^i:0iJi: bf IS. ■^J;^l*/^^^^v$lL#^xX7^;i/^. <? a 

%fz%mt.. (1) -fifiiC (I) <7)^b^!^(c±IBlclHaLfc<iia:ffffl$:t-r'5^ 

$^X<i>A<» fiaAlCj*-^5^ilI^^I* 1 BO.ll/ g*^e) 100g»*L<l*1jl/ g/)^ 

^ -■■ -.■ 
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m. -ira h=.>mtKm WL :^:^^>iz hOly (Ondansetron (Zof ran)) *fcfi 
■eo^atliSI^J (1/77 i^TJ -r X (Zof ran Zyd i s) ) . •Jf ^ ::Hr h P > 
(granisetron (Kytri I)), TlfHr^h P Xazasetron (Serotone)). "7^ 4* h O > 
(ramosetron (Nasea)), > ti-:^^ 5 K(metoclopramide (Primperan)) *fc(t 
-eO^fettiSSJ (:^7 5i?>(Prainidin)) . hPe-bKP> (tropfsetron 
(Novoban)) , ^-y-l^'J K (Mosapride (Gasmotin)) , fcJ:UfK7-trhP> 
(Dolasetron(Anemet)) •^■(Dfi, /«ny-lrhP> (pa I onosetron (RS-42358- 
197)) ,-r^"bhP> (lta^#^ (U-98079A)) i/e;H2 hP> (Indisetron 
(N-3389) ) . KAE-393, R-»f ZJ ^ (SL-920241) , 'J -b h P > (F-0930-RS) , E- 
3620, Ro-93777l|:i . t X 5» 5 ^IgfitSlK SIJ3E®#JiiliP«im *IJttffl («>]. ^ 

if) . m^T.T-a-f K C0ik i^i=i;u^y> (Cortone) . t Kpp;i/5^y> 

(Cortri I. Hydrocorton) '^^if^E-Oy >m-t h 'J •!7A*g (Hydrocortisone 
soluble) » -TT^r-y-y ^yiSjI^^&n, decaderoA. b^c^deron S) Sfctt-J-Of^ 
ii^ (7^* KP:/A*1±88jsMjS?':fif) . 'J h g rt7Aie (Decadron. 

* Kp ^Sttir;^. -r* Kp > s) t L < {tmmi- h 'J '!? (T^^-if • '>i p v 
>5i, T^+it- • *>iP V>;-iB) . (Rinderon, Betonelan) ^fc 

l*-eO'J>@l:f h'J't'A^ (RInderon) L < lii^M (';>7=P>^jS) , :^ 
U K- y P > (Predon i neC ^t? K - ^ P t' ) ^ li-^^S^^^ 

(Predonine soluble) t C < li 0 >^-:M- 'J '^AJg ( K— vP >ji) , i^^::;f 
^;u^ (3-7^;ua- K>) tll<|*a/^/7^:^ h'j't7A^ (7K?g1±3^UK- 
» . y5^;u::^U K-l/P> (Meirol)*/cli^<Di^^^ (Oepo-Medrol) ^, L < 
lt=i/\<Pmi-i-')'^Ai^ (Sol-Medrol) . B^^ h U TA*>y P XKenacort) . 
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^tf-ta h'~:ymumt^-^m-r^mm (mmmmm . (2) c d © 
f&m) . (3) -jifiic ( I ) (Dit^m. mftti^m^^ti>mms -tp h-ymm 

*L<(±10«'-1 BJUrt, if^lL<li15»-1I^PBlJUWlC-jii5a (I) (D-lb 

K5$§i^a+?-&T#ffl-r'5>ii,^*P h-^^gfet^JSfclii^SXT-P'f Kf*-j|S 
^ (I) <D^b^!t^!iA^b/<f^i^i:|l]^^lc^^LTtckUA<. mtP-SB^^IcS-^ 
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PCT/JP2003/008751 



NT I (Na I tr indole, 1) CDMW: 

:h;UhU+V>^^^ (I50"g) $X^y-/U (2.5 L) ICi^jSU. 7iiiyut 
K^i^l/ (45.1 g) . (382 g) im?L. 2 a^HinlftJiSSE Lfc, 

Ox^iy-;u-c,*Jfe,^Lfc (ffiitegl56.87 g. 77%) , ^ Oli^figtl $ >t ^ y 
(4.3 L) fC5§»fL. «tl3 L(:^T?jgjgLfc^. ^S-eS«fLfc (104.45 g. 



52%) , SiaA^e)2a (33.92^1 17%) . 3^ (9.10 g. 4.5%) $flXy, fj- 73% 
(DURmVSi^^^mzo AinaA25. 282. EIMS m/z 414 (M+)o 

##«y 2 

17- (i/^P:^Pe;U/^^l.1?-6,7-i;xt KP-4.5a-X7K^->-3.14i8-S?t 

Kp4^S/-7' -.?t5^;ux;u:7^':i^u-6.7-2' ,3' -f 1/ Kp^;1/ t:^>^S14fig 
» • y 4» i/x;i.7h>il« «bB-^2) (DSiS : 




wo 9407896 (Omi&m 16 IClBicO>:^i£T'S)t Lfc, 
##011 3 

17- (i>^P:^Pe;U>^;i|^-^6,7-v?Tt h*P-4.5a-X7Ki^i/-3,14/8-i5t 
KP^v-r .7' -h'J^^U>-5' -7yU;i-P-6.7-2' ,3' -f>KP^;i/t:± 

^^>x;u7n>^ii (<b^!fe3) ©Sit: 
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WO 9711948 (Dmmrn 10 (^^(D:^mvmikLtco 
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17- (Sx'^p:^otf;u^^;^|-6.7-5;'rt KP-4.5a-X7K4-'>-3.l4/J-i;t 
KD:^i/-6' .7' -'y^u^^^y-y -;f.j.)\,.Q -i.2' .3' --f^ KP=E;^t■^- 




OH 



Heterocycles. 45. 2109. 0997). (CS2«a):&,*£rSji Lfc. 

5 : f 

17- (i/^P;^Pe;i^pt^^l.)^6.7-V7^t KP-4.5a-X7K^'>-3. 14jS-vt 

Kp^->-6,7-2' .3' -^y 'jj^;bt:^> • /^>x;i//tv>^ig Ub^fe) 




wo 9843977 <Z>##<5IJ 1 f=|g^C®^afe-C'Sit Lfc« 
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P -4. 5 Of -X «>-3, 1 4 j8 - V t 




wo 9843977 OmMm 19 IC|B®<Z)*j£-^S!|ii Lfc. 
7-^0$? U f^>-17- (i'^KlJ eyuy f^^U) -4. 5a-X7K+i.-3. 14/8-5? t 
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WO 9321188 Hiteflnj 1 izti^:a)ijmvmmLtzo 

mmm i 

lcfcaxr^#irBimi)3cl:t;iiSa:.|^f6Lfc« ^5?lc^;^t:^ (0.6 mg/kg) ©PBSi 
fccfcO^Pitt^Hf^ffllCj^-r^^NTi (5 mg/kg) «>30 ^Mfl^TS-^ro^a^^^tit 
Lfc, NTl ^ yut^tv^igiiS^ • PittOfflftyjaSSia 1. 2 ic^-To 
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<b^«3 2) 

^b^1«!li^«!l4> 
<b^1*l5(#l|0lj5) 
^b^1«S6{#%«lj6) 
<b^1^7(##fl3j7) 



ffiSdng/kg) 
1.0 
1.0 
3.0 
1.0 
3.0 
1.0 
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'J -VUT^U-tr^^U^^^i/. ft^R :2 P, 6 ©7 Vl/* / -f O + i^^SS 4 Am?, 6 
16 07'J-;l/7;i/4r;U, M^p>f> 16<07'J->»b7;U>y^;k ^^la1A^P) 

sot Kp4^v7;u4-;u. ©1%^^ 2 /»^^) izojT'yi'a +'>7;u^;u, cooh. se^ 
S{2A^t>60)7;^p^v*;^/-#il;^$aL» -0-14, 




Is. 



•T) . Y I* N CH, Z It ihh> 5 (OJg^lS^ J: y tji^mi^ ifztzL. o 

^S!t5 3!l^e»9a)i/^;P7;^^S^^)<lfiS^Lrt^rtJ:<) , ^fc^^^, 

SOR', SOOR'. (CHj),OR\ (CHj),COOR\ SOONR»R'\ CONR'R". (CHj),NR»R'\ 
(CH,),N(R')COR'» CZZV r It 6pi^ 5 (Dmm^mL. R" li^^SS 1 A^ ?> 5 

^^i/^au. R's R'*(iSL^lc#^(c7X^s i^miiSi ;!)^e>5<7)T;^+;k 

4?: 18 
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3. -m^ ( I ) izm^x-oM. 




silo -M 



wo 2004/007503 
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saline .jOjl 0.3 0.6 1.0 1.7 3.0 
^VUt^nCmg/kg sc) (^i|n = 8) 





50 




40 


l°I 
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tsei 
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ilk 
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^;Ut:^-(0.6 mg/kg sc) (#Pn=8) 



1/1 




m 



mmm^^ pct/j po 3/0 8751 



Int. CI' C07D491/18. 4 9 1^2 2, 4 9 I /O 8, A 6 1 K 4 5/0 0, 3 1/4 8 5. 

A6 1 P 1/0 8, 2 5/O^OM^ 



Int. CI' C07D491/18, 4 , 491/0 8, A61K4 5/0 0, 31/4 85, 



A61P1/0 8, 2 5/6' 0] 
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